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NOVELTY 

Indazole derivatives (I) ar 



BIO-UX 14-1-1. 14-LJ. I4-C4. 14-C9 . 14-D6, I4-G1B, 
14-H1. 14-J1A3. 14-JIA4 . 14-NI6) .7 




DETAILED DESCRIPTION 

Indazole derivatives of formula (I) and their salts are new 

It- 



R 1 = aryl or heteroaryl (both optionally substituted by at least one R 3 
OR 1 , OCOR 3 , COOR 3 , COR 3 , CONR'R 4 , NHCOR 3 , NR 3 R\ 
NHSOiR 3 , SO2R 3 . SOiNR 3 R\ SR 3 , CN, halo or NOj); 

R J = NO J ,NH 2 ,NR 5 R 6 orNR s R'; 

R 3 . R 4 = 1-6C alkyl, 2-6C alkenyl, 3-8C cycloalkyl-(0-6C)alkyl. 1-6C 
fluoroalkyl, heterocycle-(0-6C)alky] or heteroaryl-(0- 
6C)alkyI (all optionally substituted by at least one B') or H, or 
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R 3 + R 4 = 5-7 membered heterocyclyl containing 14 N, O or S 

heteroatoms (optionally substituted by at least one B'); 
B' = T,COR 10 oroxo; 

T^lE'VCOOR 10 , NHCOR 10 , NR'°R", CONR'°R", OR 10 , 

S02NR ,[, R",CNorhalo; 
R s = pheny l or heteroaryl (both optionally substituted by at least one T , 

OCOR 10 , NHSOjR 10 , SOjR^SR'VNGj); 
R S =H, 1-6C alkyl, heterocycle(0-6C)alkyl or hydroxy(l-6Qalkyl; 
R' = 1-6C alkyl, 3-8C cycloalky!(0-6C)alkyl. 5-8C cycloalkenyl(0- 

6QalkylorR 5 (l-fiC)alkyl; 
A = H, R s , OR", OCOR*, COOR", CONRV, NHCOR*. NR 8 R', 
NHSO2R', S0 2 R 8 , S0 2 NR ! R', SR 8 , CN, halo, heterocycle(0- 
6C)alkyl or heteroaryl(0-6C)alkyl; 
R s , R'= 1-6C alkyl, 2-6C alkenyl, 2 : 6C alkynyl, heterocycle(0- 
6C)alkyl or heteroaryl(0-6C)alkyl (all optionally substituted 
by at least one B'), or H, or 
R ! + R' J = 5-7 membered heterocyclyl containing 1-4 N, 0 or S 

heteroatoms (optionally substituted by at least one B'). and 
R" = H, 1-6C alkyl, 1-6C fluoroalkyl or hydroxv(l-6C)alk yI. or 
R'° + R" = 5-7 membered heterocyclyl containing 1-4 N, 0, or S 
heteroatoms (optionally substituted by at least one B'), 
provided that (I) is not 6-amino-3-(4-fluorophenyl)-indazoIe, 6-amino- 



3-phenyl-indazole, 6-nitro-3-phenyl-indazole and 6-nitro-3-(4- 
mtrophenyl)-indazole, and has no quinazoline in the R s position. 
INDEPENDENT CLAIMS are also included for: 

(1) new intermediate compounds of formula (IT), and 

(2) preparation of (I) by deprotecting (II). 

PG 




PG = amino protecting group. 
ACTIVITY 

Neuroprotective; Nootropic; Antiparkinsonian; Anticonvulsant; 
Anti-HIV; Cytostatic; Antiinflammatory; Antipyretic; Analgesic. 

MECHANISM OF ACTION 



c-Jun N-temunal kinase (JNK) inhibitor. 
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In a scintillation proximity assay (SPA) based on the inhibition of 
JNK3 catalyzed transfer of the y -phosphate group of [y 33 PJ adenosine 
triphosphate (ATP) tobiotinylated activating transcription factor 
(ATF>2, (I) exhibited Kj values of 0.001-10000 (especially 0.001- 
300) nM. 

USE 

Used central or peripheral neurological degenerative disorders 
including Alzheimer's disease, cognitive disorders, Parkinson's 
disease, Huntington's disease, amyotrophic lateral sclerosis, 
frontotemporal dementia Parkinson's type, Parkinson dementia 
complex of Gaum, HIV dementia, coriicobasal degeneration, dementia 
pugilisiica, Down's syndrome, postencephelarjc parkinsonism, 
progressive supranuclear palsy, Pick's disease, Niemann-Pick's 
disease, epilepsy, peripheral neuropathy, spinal cord injury, head 
trauma, cancer, edema, analgesia, fever and pain (e.g. neuromuscular 
pain, headache, cancer pain, dental pain and arthritis pain) (all 
claimed). 



(I) Are potent inhibitors of JNK, which inhibit the expression of 
inducible proinflammatory proteins. 



SPECIFIC COMPOUNDS 

64 Compounds (I) are specifically claimed e.g: 
(2-chlorophenyl)-(3-pheny.l-IH-indazol-6-yl)-amine hydrochloride (la). 




N-NH -HCI 



ADMINISTRATION 

The dosage is 0.01-250 mg/kg/day perorally or 0.001 -250 
mg/kg/day parenterally. 
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EXAMPLE 

Palladium acetate (15. 1 mg) and (S)-2,2'-bis{diphenylphosphino)- 
I , I '-binaphthyl ((S)-BIN AP) (6 1 .2 mg) were mixed in dry 
tetrahydrofuran (3 ml) for 5 minutes under a nitrogen atmosphere. 1- 
Bromo-2-chlorobenzene (75 pi) and 6-amino-3-phenyl-indazole-l- 
carboxylic acid ten-butyl ester ( 1 99.8 mg) were added, followed by 
cesium carbonate (295 5 mg). The reaction was stirred at 60° C for 7 
hours under a nitrogen atmosphere. Then, additional palladium acetate 
(15 mg),((S)-BINAP)(61.4mg)rmd l-bromo-2-chlorobenzene(75 
ill) were added. The reaction mixture was stirred at 60 6 C for 18 hours, 
followed by work-up to give 6-(2-chloro-phenylamino)-3-phenyl- 
indazole-l-carboxylic acid tert-butyl ester. 
To a solution of this compound ( 144.3 mg) in methanol (2 ml) was 
added 4M HCI in diethylether (1 ml). The reaction mixture was stirred 
at ambient temperature for 24 hours. The solvent was evaporated and 
work up produced (2-chlorophenyl)-(3-phenyl-lH-indazol-6-yl)- 
amine hydrochloride (la) (1 17.1 mg; 87%). 



TECHNOLOGY FOCUS 

Organic Chemistry - Preparation (claimed): Preparation of (II 
comprises e.g. reacting an amine compound of formula (HI)(toith R J -X 



and deprotecting (II: R'= NR'R"; R° = H) to give (I: R J = NR S R 6 - R 6 
=H). 

PG 



R 1 
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